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FROM: 1rving Mauver, Ph.D. b C
Toxicology Branch >4T,”¢/C ?’,Jﬁ,(,a
tasard Rvaluation Division (TS-769C) A{Z/ wf
.l/'
TO: Pobert J. Taylor, PM 25
runglicide~llerhicide BRranch .
Registration Division {PS-767C)

and
Jaumes R. Yowell, PM 25

Fungicide-lierbicide Branch )
Registration Division (TS-767C)

THRU: Jane E. Harris, Ph.D., Head :. 15}{ 77957%%;
Seation VI, Toxicology Branch [ 'K{'/;27”
Hacard Evaluation Division (TS=769C)  fAhofn )
. . .
+ /?“’3 .
Registrant: Stauffer Chemical Company * ;/ /ﬁ’é
Action Regquested: (661). Review the following study submitted

by thz registrant in response to the Dati Call-In Notice for
Eptam: .

“Pwo—Year Oral Toxicity/Oncogenicity (Study in Rats

with R=-1608 (gpran®), Study No. T-10001, dated
July 27,-1984, conducted by IRDC (Ac¢cession Nos. '
254335 to 254338).. - )
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Addendum, dated May 24, 1985, (Accession Mos. 258076, 260057 -
both cony #2 of the same data.)

2 '

L]

Toxicoloay Dranch Conclusions: The study has been graded
CORE-HINLiIM data €or both chronic toxisity and oncogenicity
(sec Nata Poview attached to this memorandum) ,

At 25 mn/ka/day and above, decreassd hody weight gain
and food onnsumption, and axonal degencration and muscle
atrophy woere observed, At the highest dose tested,

125 nmqg/ka/uay, the Following efFccts wwe also present:
chronic myocarditis {combinad with organized atrial thrombosis
in hlgh-desce females dying-on-study); cataracts in high~-dose
females: iucreased SGOT activity (whicﬁ'cor:alatos with
cardiac changes); and decreased erythrocyte AChE activity.

The ¢ata suvpport a MORL of 5 mg/kg/day (LDT). -

vo irfuced tumors at the highest dose tested, at which
level increased mortality was ohserved.

Attachment

oo
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TOXRICOLQOGY BRANCH: DATA REVIEW

Chemical: EPTC : Caswell HNo. 435

: ' *  Chem, Ro. 041401

Study Type: Chrenic (2-year) oral (feedind)
Taxicity/Onconenicity - Rat

Citation: Twa=Year OralaToxicity/Onconeniéity Study in Rats With
R-1608 (EPTAM )/and Addendum :

L 3
Accession Mos.: 254335, 254336, 254337, 2%4338/258076, 260057
. ) '
Sponsor/Testina Lab: Stauffer Chemical/International Regearch
and Development Corporation {IRDC)

Study No./Data: T-10001/September 30, 1983 (IRDC). Submitted by .
Stauffer July 27, 1984 (Project No. 142281},
Addendum May 24, 1985. :

Test Material: EPTAM Technical (Lot §CHK-0601/WRC #4291-4-10),
a pale amber liquid (percent purity not stated in
the report).

Procedures:

A copy of the Materials and Methods is attached to this - .
review as Appendix A. The stuly was reportedly conducted according
to FIFRA Guidelines subsections 83-1/83-2 and FDA-GLP's. Briefly,
male and female Charles River CD rats (60/sex/group) were fed
diets (prepared weaekly) containing EPTC to-provide intakes of 0,

5, 25, and 125 mg/ka/day (adjusted weekly, based upon- body weight
and fooc consumption). Rats were observed. twice daily for overt
signs of clinical toxicity, and detailed observations were conducted
weekly. Baseline clinical lab values were determined for 20
rats/sex during the pretest period, as wel) as periodically during
the study on 10 rats/sex/qroup (at 6, 12, and 18 months), and 2n

20 animals/sex/group at termination (24 months). Ophthalmoscopic
examinations were performed on all animals?surviving 26, 51, 78,

and 104 weeks. Postmortem examination on all animals {dying on
study, interim 12 months, and all survivors. to 24 months) included
the full registry of organs and tissues prescribed by the Guidelines
(see Tissue Inventory, Report Appendix I);-protocol-designated
tissues from control and high-dose groups were processed for
histopathological examination (including three coronal sections

of the head from 10 rats/sex/group survividg :o 24 months). 1In
addition, neuromuscular tissues from the 5 -and 25 mg/kg/day dosage
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aroups (sciatic and tibial nerves, their a«sociated musculature,
biceps femoris, and spinal cord sections from thoracic lumbar

and sacral reqions) were identified as tarqet orqgans, and hence
also examined lsee Appeadis H). :

The fnllewinag standard (referenced) statistical procedures
were usoed to analyze the data for body weight, absolute and
relative oraan weights, and hematoleaical, biochemical, and
cholinesteras: values: Analysis of varianae {one-way classifica-
tion), Bartlett's test for homogeneity nf wvariances and the
appropriate t-test (for egual or unequal variances) as described
by Steel and Torrie and Ostle, using Dunneft's multiple comparison
tables to judae sicnificance of differences hetwsan treatment
groups and concrols,

Complete methods for diet analysis from weekly sample
collections were provided in the report. (See Report pages 13
and 14, attachcd as Appmendix A to this review.)

Results: .

puring the first 6 months, -seven high-dose males died (Report
Table 3), six of the seven during study weeks 22 to 24 (of a
variety of reported causes, presumably complicated by interstitial
pneumonia/inflammation, as recorded microscopically in Report
Table 11)., A further four high-dose males were found dead before
the scheduled l-year interim sacrifice (during weeks 27, 29, 43,
and 47, as recorded in Appendix H of the report).* Mortality
among low~ and mid-dose males, as well as dmong all female test
groups, did not differ from their respectivie controls during the
first year of the study.** Increased mortality was also recorded
among high-dose males (but not in the high~dose female group)
late in the second year of the study (between weeks 98 and 104),
a period when a total of eight animals were.found dead (compared
to a steady rate of death of one to three males during prior
4-week periods--Report Table 3). Survival at study termination
was summarized in the report as follows (page 16 of the Report):

*NB: OFf the 11 males in the highest dose ‘droup that died within

. the first year on test, 3 showed microscopic finding of cardiac
monoriuclear cell infiltration while 3 others had chronic myocar-
ditis, as noted by the reviewer in Table 11 and Appendix H.
Chronic myocarditis was also recorded as @ microscopic finding
in 4 of 10 high-dose males sa.rificed after 1 year on study
(Table 11, Appendix R). -

**Microscopic evidence of chronic myocarditis was recorded in 5
of 10 high-duse females sacrificed at 1 year (but not in two
high-dose females found dead during weeks-25 and 38), as
idggtified in Appendix H of the report and summarized in
Table 1l. y

-
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Humbher Surviving/
. Numbos assianed
Dosaace Lovel {Laess Intzrim Sacrifice)
“Ame/rhag/An) Male . Fenale
0 (contral) 29/50 - 30450
5 32/50 s 29/50
25 29/50 . 27/50
125% 15/50 26/50

. L

Dose~related decreases in body weight *(Report Tables 2 and
3, Graphs 1 and 2, Appendix C)} were found beainning as early as
study wee% 5 in tha high-dose qroup and bé&pning proaressively
more severe in this aroup throughout the remainder of the study.
Statistically significant body weight depressions also occurred
at the mid-dosc level, beainning a little later (weeks 13 to 14),
but only reaching a level of coxicologic significance during the
second year of the study, whereas at the lgw dose, only occasional
statistically significant decreases were noted. Corresponding
dose~related reductions in food consumption were also recorded
throughout the study (Table 4, Graphs 3 and 4, Appendix D). Mean
ponderal and feed consumption values at termination were summarized
by the investigators as follows: .

Dosage Lavel Body Weight, g . Food Consumption

mg/kg/day (¢ difference £rom control) g/rat/day
: (% diff. from control)

MALE FEMALE . MALE FEMALE
0 {control) 792 517 2 26.8 19,7
5 739 465 i 24.8 19.0
25 : 672 435 - 24.5 18,7
125 507 | 312 . 22.5 16.9
(-36.0) (—-39.7) ;. {(=~16.0) (-14.2)

Periodic test diet analyses throughout the $tudy (Appendix K)
indicated that compound cuncentrations were 78 to 107 percent of
target test article amounts; reported compound -consumption over
the 104 weeks for the three test groups averaged, respectively
(males/females), 5.01/4.,97, 25.0/24.8, and 125.8/124.8, at the
low=, mid-, and high-dose levels. N

*According to Appeundices H and L of the Report, however, only 14
males and 24 females survived to the scheduled terminal sacrifice.
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Ophthalmnscopic examinations (Table RJ hnpendiy ) revealed
a high incidance nf cataractous chanaes late in the study (104
weeks) amonug high-dose females (13/23 vs. 2/28 for controls),
considered by rhe authors as suggestive of'a compound-related
affect. Aather sinns assumed to be compound related were listed
as (Table 1, fppundiz B): (1) Diseolorod urine {(dnscribed as red
te reddich brosn), primarily in high-dose mhles*; {2) "testes
located in a pasterior position," becomingeevident toward the
middle of the second year at 125 mg/kq/day, at which time a fow
animals at 25 wma/ka/day were noted to disptay this effeckt; and
{3) hindaguarters weakness ("inability to assume an uprinht posture
bearing the waight on the plantar surface pf the hindfeet"),
also observed late in the study {weeks 85 to 95 -ff), first
among the high-dose female group, but shortly thereafter also
in a few high-dose males. ]

The slight but statistically significant differences recorded
between some control and EPTC-treated mean. hematological values
(Table 5, Appendix B) were considered by the authors to be without
biological significance, but rather due to normal variability.
More consistent differences between high-ddse males and controls
for activated vpartial thromboplastin time {APTT) and prothrombin
time (PT), however, were seen frequently {at every sampling from
6 months on--as recorded in Table 5}, but the authors offered
no explanation for these increases. :

Clinical chemistry values were generally similar between
control and test groups for both sexes {(Table 6, Appendix F).
The occasional significant differences obsgrved during the study
(e.g., increases in BUN and SGOT activity in high-dose males and
females) were considered by the authors to reflect normal biolog-
jeal variabilitv.** Decreased erythrocyte cholinesterase activity

(but not plasma or brain ChE) was recorded—-in high-dose females
and males. '

At terminal sacrifice, siagnificant group differences in
absolute and/or relative organ weights were recorded in animals
dosed at 25 and 125 ma/kg/day {p < 0.0l at<the high-dose level}.
As summarized in 'Table 10 of the report (from individual values

in Appendix G), the affected organs included (for both sekes):

*Hemorrhage and/or cystitis was obsérved microscopically in
urinary bladders of some males which. died on study (but not in
scheduled sacrifices) (tables 11, 12), witich may explain the
coloration; however, no urinalysis data were provided to
confirm the possibility of bloody discharge.

**However, increased SGOT activity can be correlated with increased
cardiac lesions at the highest dose. ) ’ '
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liver, lunn, %rain, rkidney, and heart. These varjations were
considered by the authors to reflect reductions in mean body
weight which cccurred at these levels, and not toxiccloaically

significant, Further support for this as qusqnenr was the asser-
tion that no 'wnwnund related lesions werve.macroscopically evident
in any nf thews major oaraans.? e

Microscopic examination of all inventoried tissues at the
l-year interiw sacrifice was stated to be peqative For compound-
related changus (as referenced in Table ll.dnd Appendix H--but
see revicewer's footnotes, page 3 of this review). In terminally
sacrificed animals and those that died during the second year of
the study, however, the following syndrome 'of neuromuscular
lesions was reported (as referenced in Table 12 and Anppendix I
of the report}, consisting of (as quoted from page 21 of the
report):

1. "Increased incidence of atrophy of deqgeneration in the
muscle adjacent to the sciatic nerve and in the bhiceps
femoris muscle in male and female rats from the 25 and
125 mg/kg/day groups. -

2, "Atrophy or increased incldence of axonal degeneration in
sciatic and tibial nerves of male ‘and female rats from
the 25 and 125 mg/kg/day qroups.

3. "A slight increase in the incidence of axonal degeneration
in lumbar spinal cord in male and female rats from the
25 and 125 mg/kg/day groups. In most instances, this
change was more evident in nerve roots emerging from the
concerned cord."

A detailed summary of the incidence of these lesions provided

in the report (pages 21 and 22, and reprinted on the review page
immediately following) revealed only a low '‘incidence of trace-to-
mild degeneration in muscle adjacent to the. sciatic nerve and
biceps femoris in low-dose rats, which the authors considered
"spontaneous in nature." Further, the low' hnd/or comparable
incidence of axonal degeneration in thoraci¢ and sacral spinal
cords suggested to the authors these changes were also not com-
pound-related, since “. . . spontaneous occurrence of axonal
degeneration in spinal cord, especially in’ the nerve roots from
the cord, was not uncommon in aging rats." . On the other hand,
the authors offered the high incidence of étrophy and axonal
degeneration of sciatic and tibial nerves (requltlnq in deaenera-
tion or atrophy of associated musculature of hind limbs) as
possibly (probably?) explaining the impaired function of hind

-

*However, see below, concerning heart lesions (1B Evaluztion).

-1
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limhs and inability to maintain weiqght onJtindlens mlantar surfaces

Y

ohservaol in Yigh-dose males and females late in the study (beqin-
ning about wook BRY, .

Incidence of “lauromuscular Lasions In All Rats 12 th 24 Menshs oa Study*

—

.
MALES FEMALFES

.

mg/ua/day 4] 5 25 125 0 5 25 125

MUSCLE, ADJACEMY TO SCIATIC NERVE  (46) (49) (47) (39)  (47) (46) (50) (43)

- Atrophy 1 s] 23 36 o 0 '3 34
- Degensration 0 5 9 1 0 3 10 0
MUSCLE, BICFPS FHYORIS {47) (4R) {45) (39} (33) (47) (50) (42)
- Atrophy 0 0 20, 32 0 0 3 32
- Degeneration : 1 8 10° 0 1 5 18 2
NERVE, SCIATIC (44) (47) (45} (239) {a45) (42) {(49) (43)
-~ atrophy ¢ 0 0 8 0 0 0 5
- Axonal degenera*rion 10 9 37 25 7 4 32 33
NERVE, TIBIAL (36) (33) (38) (33} (37) (44) (47) (33)
- Atrophy. ‘a 0 17 9 0 0 o 7
- Degeneration 7 12 30, 14 7 2 26 14
SPINAL CORD, LUMAAR (47) (49) (47) (38) (47) (47) (50) (48)
- Axonal degeneration 21 24 40 ° 25%x 21 i8 38 238
SPINAL, CORD, THOMMCIC (47) (49) (47) (38) (47) (47) (50) (48)
- Axonal dagenaration 6 7 17 11%¢# 8 10 6 6
SPINAL CORD, SACREYL - (46)  (48) (41) (38) .{39) (41) (47) (40)
- Axonal degeneration 0 3 5 7 o) 4 3 9

*

{ ) Total number exanined

*Reprinted from pages 21 to 22 of report.

No increased tumor incidence over contfols was found in any
. kest group. Hajor causes of death reported, among control and
test groups ("when evident," i.e., as could be identifiegd by the
pathologist, as referenced in Appendix H of’ the report) were
ascribed to chronic progressive nephropathy., pituitary adenoma,
and malignant neoplasms, the frequencies and distributions
of which were comparable in all groups.

Conclusions:

.
.

The authors conclude that the dietary administration of EPTC
to CD rats at levels of 5, 25, and 125 mg/kg/day for 2 years
caused the following compound-related effects: (1) Hindquarters

**The lower incidence in the high-dose grouﬁ as compared to ‘the
mid-dose group may be related to decreased survival to term
in the high-dose group. : - :
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neuromuacular digorder (both sexes), and seternalized testes in
mid- and hinh-dese animals, evident only during the second vear;
{2) discolore! urine in high-dose males; (3} increased mortality
in the high-dose male qroup; (4) dese-relajed decreases in bhody
waight, !{oonaistently) toxicologically siqmificant at the mid and
hinh doses, couplaed with comparable reductjens in food consump-
tion: (%) a hi.gqh pereentage of cataracts amond. higqh-dage females,
observed during the terminal week's ophthalmascopic examination
(and confirmed microscopically): (6) microgenpic evidence of
atrophy and axonal dejeneration in sciatic-and tihial nerves in
mid- and high~dose males and females; (7) slightly, but not
definitively, ircreased axonal deqeneratioh at the lumbar and
sacral levels of the spinal cord in these same test groups.

No compound-related changes were stataed to have occurred in
hematological or biochemical parameters, organ weights, or incidence
of lesions {other than the tissue chanqes described above). No
EPTC~incduced neoplasia were recorded, ' ‘

TB Evaluaiion/Core Classification:

The study appears to have been conducted in accordance with
FIFRA Guicelines and with due regard to GLP conformity; quality
assurance inspsctions were performed at reqular intervals (Appendix
A). No major discrepancies were found between Individual animal
data (Appendices B through 4, J, and L) and summaries of group
means {Tables 1 through 12). The conclusions stated in text by
the authors about the effects "directly or indirectly attributable
to the test article” {page 29) are supportéd by the tabulated data
summaries and the individual animal data sheets appended. From
the data presented in tihis study, it would appear. that the LEL
for EPTC-induced changes was 25 mg/ka/day (neuromuscular syndrome,
body weight loss); consequently, the systemic NOEL may be set at
S mg/ka/day. Ho induced tumor formation was found, even at
levels causing increased mortality (i.e., exceeding the MTD).

The single major flaw in the final report is the failure in
the text to discuss or comment upon the increased cardiopathy in
high-dose males and femalesg, identified microscopically as “"chronic
myocarditis multifocal, trace/mild/or moderate” in animals
‘terminated at 12 months and 2 years (SAC) a5 well in those found
dead or sacrificed in extremis (DOS) during the study (as found
in Appendix HY. Following is an enumeration of these cardiac
findings extracted from Appendix H, summarized by group, sex,
and fate (high dose and controls only*):

-

*As noted in Materials and Methods, a complete histopathology
was not performed for the low- and mid-dose test groups, and
thus heart slides (and those of most other major organs) were
not routinely examined. ’
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1ncidencas of Microseepic Cardiac Chanqes in
Control and EPTC-Treated Rats {80/5:%:/grouplt

H b
Sox - e Pericd of Study {manths) 1 TOTAL cH
I HSPETH 0~ 12 - 12.3“2ﬁ”,~, DO 4 SAC
| tmegypeizgay) | Dexr | DOS | SAC | Dom a8 A ()
; iy el | ey | (29]
0 HCI [ - - 23 (38.3)
Ch - - | 4 \ 15
Males : MM - - - 3 -
17 | o) | [25) 7| (14)
125 Mo 3 - - -
el 4 4 20 10 41 (68.3)
M - - - -
S——— R SEATTED | W R SR S AWM ISR SS (LIS IR aiped § LM IM_E S | ARk S ~EWTHCIE T N S .
0 {3] {10} {171 } (30]
MCI - - - - 6 {10.0)
cM - - 1 4
Females 8184 - - - s 1
135 (2] [10) [24) {24]
MCI - - - -~
cM - 4 12 | 11 27 (45.0)
MM - - - -
AT - - B-l—** —

*Only heart slides f£rom controls and high~-dose EPTC animals were routinely
examined (see Pppendix H of the zeport). _

*4Dx, description of lesions (as given in Appendix ﬁ?: I, mononuclear cell
infiltration; CM, chyonic myocarditis; MM, myocardial mineralization; AT,
atrial thrombosis {organized).

[ 1, Number aexaminad.

-, all within normal limits.
DOS, died on study or in extremis during this periods

sac, scheduled sacrifices (12 months; 2 years).

#4#2]1]1 eaight Females with AT also had CH. : °

'y

10



0050L5

.9

a®

Prompted by the Aqency's demand for . . . submission of
histopatholoay slides on the heart, musel.s, hindlinmb paripheral
nerve, and spinal! cord" (lotter from PM Tayler to Riqas,
Dencamber 17, 19%4), all 4R0 animals were rhoxamined by the
contracting laboratory (IRDC), and a repart submitted hy Stauffer.”
However, this report contains only a rereading the heart slides,
in order . . . ko ennfirm the incidence of heart lesions noted
in the final report® (7=10001), Tn this raeexamination by IRDC,
the lesions we:re characterized by the follnwinn descriptive
terms: Atrophy, chronic myocarditis, endotarditis, fibrosis,
pericardial chronic inflammation, minevalization, piamentation,
and thrombosis., The incidence of cardiac ,lesiens (all lesions
of all degrees of soverity from all animals), summarized from
Table 1 of this addendum is as follows: '

Dose Group 'mg/ka/day)

Sew 0 5 25 125

Males 24 " 18 26 38
{60/qroup) (40.0%) (30.0%) (435 3%) (63.3%)

Females 8 : 8 7 39
{60/aroup) (13.3%) {13.3%) {(11.7%) (65.0%)

In addition, it was noted that the degree of severity of
chronic myocarditis (increased numbers of mild to moderate) was
greater in test animals, especially evident at the high dose.
Cardiac atrophy (reduced muscle mass, ventricular wall thinning,
and reduction in fiber size), when present, accompanied chronic
myocarditis; the greatest incidence of cardiac atrophy was found
in high-dose females that died on study (48 percent, compared to
0 percent in controls).** It was reaffirmed in this Addendum

.y

..

*hiaddendum to the Final Report (Submitted September 30, 1983)"
dated by IRDC April 23, 1985; submitted by Stauffer May 24,
1985, and given Accession Nos. 258076 and“260057 (both “Copy
22" ¢f the same data). . .

*%he increased myocardial atrophy in high-dose females is

supported by increased enzyme activity of SGOT.
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Report that abisolute heart weights were refduced in high-dose
animals (sLat!:t*c«11v, however, only for Males sacrificed at
ternination, as niven in the original er’rt, T-10001),

The only other notable microscopic lnwxon was cardiac
thrombosis, recorded in EPTC-treated rats nrndomxnant]y dying on
study with chranie myorardltis, and not in*hny cantrol animal,
Thrombosis was observed in one low-dose, ore mid-dnse and two
high-dose’ malus. however, more severe deqreces of atrial as well as
ventricular thromphi were recorded in high-Rose females {eight
atrial, four ventricular). .

"
The authors propose no mechanism to explain the differences
in incidences between male and female controls (as well as the low-
and mid-dose EPTC groups).* .
The addition of cardiopathy does not chanoe the NOEL of
5 mg/kq/day for systemic effects ascertained from other compound-
related changes, since significant increases in cardiac lesions
were reportedly only observed microscopically at 125 mg/kqg/day
(the NOEL for heart lesions would then be set at 25 ma/kaq/day}.
In addition to cardiac lesions at the highest dose, one also
observes an 1ncreased axonal deqeneration and muscle atrophy,
increased cataracts in females, increased SGOT enzyme activity
{which correlates with cardiac changes), decreased erythrocyte
AChE activity, and decreased body weight gain and food consumption.

LEL = 25 mg/kg/day (decreased bhody weight gain, neuronal
degeneration and muscular atrophy). .

v
.

NOEL = 5 mg/kq/day

CORE CLASSIFICATION: MINIMUM for chrénic toxicity
MINIMUM for oncogenicity
)

* However, chronic myocarditis is commonly observed in older rats
(F.A, Fairweather. Cardiovascular diseases in rats. In:
E. Cotchin and F.J.C. Roe (Eds.), Patholoqy of laboratory rats
and mice.  Philadelphia: Davis, 1967), with age of onset of
13 months and older. A recent survey of age-associated lesions
in Sprague-Dawley males by Anver and Associates (M.R. Anver,
qUJ. Cohen, C.P. Lattuada and S.J. Foster. Age-associated .
lesions in barrler*reareﬁ‘m31E'Spraque-Dawley rats: A comparison
between HAP:(SD) and Crl:CoBS*-CD®(SD) stbcks. Exper. Aging
Res. 1982, 8:3-24) reported cardiomyopathy in 85 of 99 (85.9%)
conventional Charles River CD's, and in 52 of 71 (73.2%) in
the HAP-derived stock, increasing in prevalence with increasing
age (fErom 59% for both stocks at 1 year, to 93 percent at 2 years).

12




s 005GL5

.
.

11

. L] .
[NB: In a previous l-year feeding study providing levels of
0, 5, 20, and 80 (and 160} ma/ka/day Eptan Technical to
Sprague-Dauley rats (Charles River stacdh) conducted for
Stauffer hy ilazieton Taboratories America, Inc.,* the
£~n1lnwing relevant chansges vaie reportggz

1. Clotting anomalies, with resulting ‘increased incidence
of splenic hematopoiesis/hemosidergsis {NOEL = 2C
mg/ka/day):’ .

2. 1Increased incidence of chronic myocarditis in high-dose
animals nf both sexes, considered by tha authors
(Eazleton)} to be treatment related by virtue of
exacerhating a condition occurring.in "older rats."]

3. 1Increased SGOT levels at 80 mq/ka/day and lﬁOlmq/ko/day
in males and females. . i

*W54-Week Feeding study in Rats {Subchronic Oral Toxicity),”
dated September 18, 1978 (MRID 00022101); reviewed by Mitre
July 6, 1983 as Document No. OPPT83W00205.

: ' 13
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Page is not included in this copy.

Pages / ‘/ through& L{ are not included in this copy.

The material not included contains the following type of
information:

Identity of product inert ingredients.
Identity of product inert’impurities.
Description of the product manufacturing process.
Description of quality control procedures.
’Identity of the source of product ingredients.
Sales or other coﬁmercial/financial information.
A draft product label.
The product confidgntial statement of formula.
_____ Information about a pending registration action.
\« _FIFRA registration data.
The document is a dupiicate of page(s)

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please
contact the individual who prepared the response to your request.




